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25 A2
H. _N Rz
(LI
R{OC-HN Ko COCEs
3
30 £ Foivi 6 B R & BT A )

(imperical Chemical Industries;
EPO 528 633 Al; 1993)

16
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bR R
HERZE, BETANOOREDREHZ LETELN L,

H N R,
j\ Y o
5 Ry N N7%.LN/Y (1)
~ H l

O Ry R, M

10 XF e
H
o Re
— Y= R
Ry
0]
15
Y Re 2 OH, MY XTUAE:
H 0]
H
20 R 0]
R7
OH
Rs & H 2 i
25 R¢ = ORj 2 NHOH

A Ryt H, AT HE
Rsfe Raise g H, AR FHA N/@Rg
R,=H. ®%&. -(CHyos ~- FRIEAK, -(CHz)of@)o + -(CHy) "

30 FRA. xFE. FrEA EFKRE - (CH)w - Rig
e&bn=1-3;
& Ry = & . CH,F., CHF,, CF;, CF,CF;. OH., COOR;,

17
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CONRGoRy; & NRoR;y;
WA RoM 32 H bk, FE FRA £FE #F A, -CH,CH0-
Eﬂgﬁﬁ" C(O) - Ry
R R BIHZH, KA FE FRE £#FEPEFEE

5 MY RoFeRySE—R, NWEMTAIE., "RLARK, LEBR:

),
L

10 wmRpAERA, Fh FRiA ZFAPEFRE

#}abtn=1-3fm=0-1;

H
Rz
R7=H, CHaF, CHR130(CO)0-1 j%%CHRwOP(O)(HM)R(ﬁ). -CHR130"2N\,\N(
)
Rie
15 Ry
o)
-CHR 130 H
H H
H
20 R P

Ri; = Haihk
Ris=H. BmEARFE
Ris= H, BERFE
Ris= H. k. F&. ZFA FREILFRE
25 Ryy= H. %%, CF;. CFCFs. F&. &FXE. Fhi. #FRE.
COOR,; ¥ CONRR ),
Ris= H. $&. CF3. CF.CF;. ¥4k, 3%, FEA £2FxiE

R, & HA:
R1e-R2, R1g-R20., R1g-R21, R19-NRgR11

30 ,xmt Ryg = (CR3R4)-0-4i

18
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ch: I \ %ﬂ __N'\/S\ ' )lfbkt‘x = O, S. NPlg
s \_J
Rg .
Ry /Jgﬁ o /XEB EET LR
R220 -

10 s RpZREE. FE. 2FE. FE. £FKEE Ry - RRE
Rio-Ra21. Rz3-Rio. R23-Rag;
X F Raz = (CR3R4)-2.4;
RoR;;N - F= RoyR;)N -
B4 Ry = Rig = 2RI, Rio-Rziv Ro-Rig. Rys-Ryp. CR3R4COORy,
15 %= CR3CR4CONRgR;;;
AXHAHRE “BFEETESLALE” aERmR BB .
RiE B dh” RI8A LA GERIT BRI B AR LW ) Aol R Y
#, FEEMFELEDFLESAEFTBRERNE, CNARANE,
Hho B, SUEE. AR, M. BRF, AR HLE. AR
20 LEE. AWK, £8, AR A=K RHAR FTILR BER
AR, XTE. ABR. AMER. FRE. LR STTESRR. K
HBF R 8. :
RIE “Bomm " EREGANBITEGE, ERAH. 4. £
B B 8. % 9 A A BE% ¥k RE R B
25 Aedk#, URBBFETRSOANASHITAEGE, XaEM. i
Bk, BRBE(AEARFEARRKE., KEMPBMEE T BN E e
SRk, Wk, LK. ZLKE. ZAKR. UEBER. 2-ZFREL
B, 2- —CARAAE, Z9K. —GRTE)EK. HEAR. HEAR 4
£, oveksk, E£&FE. ok 8. WER. 2B NEE T
30 AFBE. TTH B, %RE RE. N - CERIREREE)S
&, ¥R GANALEREFARR, —CBK. UBE, ZFkK. =(F
TR ). A2k Aok sk,

19



03145218. 3 oo P EE8/22m

EESfob X PHAHTIHRE, BRIEFMER, HBEASELAT
o R o
“GE” EXALERIBLPERE KEYEALARKTY
RABRF, TUARFE 2 REFURAE TE RA TE
5 FA. FE. BE -RE FRESFHAK
“PRIEE” RXASHEY 3ANE % 28 NMRRFHEPIRERRE.
kAR aETREE KTE, KL KTEA HEEPRRFL
“FE” BAAEFRRERXBREFRKBRRERL, L FPH—AXK
SAERFEHARRTRRGEAREMRK, TERAKREAR,.
10 COR; 3 Rys, &t Rys £ XA H., OH., A&, - OC(O)Ry;. -C(O)Ry;.
NR;;C(O)R;. -NR;;C(O)(CR3R4):¢R;. -COOR;;. -COOR;;.
- CONRy, R;;. Ry;;S-. -NRg,R;;SO,Rs. -SO:NRg, Ry;. #H%k. K
%, -NR;;CONRo,R;;, #%4R;. Rs. Ro. Ru#Rpde EATE L.
“RFHE RIAAHY S5 EY 2 AHBBTFE. RBERIAELIRAN,
15 BRI KARER, RAESLXTALAEOELAANERT, o
AW TEROEZLHSALRF, XXERBFLAN. OFS, {2
T2 B F R RARAL 6 B/ BB T, SLRBAREGEBAH0EHS
A, EMTEFERRUNETESEE, TLRRETERLELT
EHFFAAHAPI G RERRL, XA LARRAFTREF
20 B4 GQdEE ekl EiEe, B, Eifweek, FEE. FoEvk R
. vEwe. vkedh, Eek wked wpek ek Bk pyrollidenone , ¥
T, PR, WREER., k. vikek, Foked, Filefowed, {2iX k&
k& TR AL AL,
“FhrAr ZREFERRGRE. #ld, FE
25 “Rebrk RIHMEFEBRRGRE. e, (4 -RRE)FTA
“GrE AT RRBELEE FAIFRABRKGELRT. #l, TR
i, TEA. XRA FRA
CRAR” EIBAK. BR. ARPRKN.
“(CR3R4)2s” E—AFTRILEV G 2 M2 RBE 4 MERFEK
30 ks, HAMRNBERTFRILA AR Re X FOHER RKE,
WAL R 0, BRBT, &, &4 T 2-FETHE(-
(MeHCCH, -). 2, 2 - =94 Z % (Me,CCH, -).

20
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AEXRRETBRAETALIDWAESRIL - IPEGEFEGRER
RRAGH RS MATE, COERAEAERNAXDOHIL - 1BE
GEFH A, XEFEREACK: LR EhRELRHPEES
%, MbMAkL, FRELER XE #FEHX BEX £BX

5 XX, endocerolitis, FF X, MBREPFEEIREZIL, EATFLEY
R, HdHMAERZE BFHLEMEER, i Z A EEAZE,
BRARE LI B Ao b k.

AZPEBAHPREIL - IPABFERBR LY XF BAHNORK

A, BERAEFHXTRY, IL - IPHKRFAZEDIniEag, HIL,

10 IL - 1P RS R—BIAAE X ER £, #iikREEF PLA2 Z
%, FRIIARXFEIR, ZEFHATRNEREHOERBRRT XEF
AR

BEERERALPHE, BARXLEGALPLEDILHRAEHLETE

BRABEALFHEE, RENANI AN TR S FHFERTHE
15 —#k&#, IREATAAGEABDY, XBLHBFROE IR, F£

(LSRR TR, 2P A6, WARNGRHIKRGLE). EmY.,

DR (EEETH). ZABRYREAY, T—LEHRATRETHS

HEARETRE LEOARERSPHELEIFOHERL, Eo Rt —

T 4R 6 AR, EANESWRESHETRIER B KEHEADST
20 EHGBRHANFFXRLH.

—fEk, ERLXPMRGRAET, TANLTRE, ARRSL
HhEHZ 0.1 - 100mgkg RERK L, RMLEAHL 0.1 - 30mg/kg
BRE, AEBRSELERIFZAL 0.1 - £ 20-50mg/kg/ B &4 H. &3
BF X TR—RERRTRILAIAGHE T XAR R RAKNE

25 R, BRA—KRLHE, LHETRAEANL 0.1 - 4 10mg/kg ¢57E H.

XA LM R ME BN ERLH TN, LRAREFER
HEFIMOEE, LFHEBPRERERTEZME. —fHEK, 3F
ZIpEL BTN EEC ERB TRRGLHEF XA E R,

AEPHF—FOTRERELY, AW OEEHIR ARG

30 KAPHLESY, HEHFETRSHAERARRSE—L, Wwlif
#, BRESDTHARFEHEN(ETH. XFTAG. WAAYGIH
BRAW)AE, HHRARERREFR, RORGROBEGAH, 4%

21
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ARFBRA R XFARG, A 2HREF. BRERIEEFAHN.
EoBRBZABSE G, BFERRAGLEHERRLLALH B
B, HlderHl. BE BHARAEH. IHRMANETOEBE ¥
B ARRSHRARBEN, REUAHFENPRY N ZHLE. #FH5,
5 E#E. LELERE, HESERE. e, MEaWkR. #8E. she. T
THE. STTh. aginates. HEIR. B BR. FEAHEEE REAT
WhAKLELBEE AARE SAXTRVE. 2ALXTHRAR. BF
Fo B8 BE BL 4%
XA S T R AR B Tk, Al HIARN GRS, £
10 17 #&, Mack Publishing Company, Easton, PA, 1985 ¥ Ffi 75 & 64—
RS EZ2MELHGRANTTEARLEAIEK, BREA_E
FABZE RERJ-HELRI-BIE HME &4E
FHABRABHN. ELMERHGET N E4 @t K SKEHA,
#de K. Ringer's Bik. # &4EE & F Hank's HRZ L, o KBH
15 #|, #FeBd(Gei ki, BE. LiadfRd). HRILEFAL
BB AE. REEKREEGBEFN, LERALXRLESHA RBEKIE
HABRMNTARASKGEER. BENTTLAS THRSGERAE.
Ff L ERT ARG FRA, R BN, ZFHNPHREA.
st R B RE, Kt ARFMBERNER TRSGES MK
20 fR(EAERAMFELE, 251:332(1986)). BALHMESFTEEASHN
LA PR BRE BREEAREN, CTUARKERRBER, AHE
BIETHEMNYHILYS, topEltans, BRYGKRAANaERE.
B, BIEME. AREZRF.
LERAFAAHE, KA RGERGBREE RS, 2R, + 5%
25 J2E. ethocholic acid . FL.EJ2ER., #MMAMER. 8. LAk
BRE, TRESTFLERKAKXR(ALBHELEZ, “LHRHPL
£ 4 -Contraception F5F B A” £ 2 H 45 BH.LELZH IS A
%, MTP Press, Lancaster, UK,1987).
KRR
30 ALZBYILEHRR—FEHEFTEL, 2. 3F4 PHEHERT
kLG, HZ - RARHBo - BRFERMGGEL;, g#HX1; Z
= FEEBZA)ADMF AEH, EKFAETRABEIAKRLE, FHo

22
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~BRMZ - RALBTEREHAKXN2). #Hl&4HX 1092 hdl
FHTAEH2HLeY, 2R ALZEEEWILE, (1991), 30,
4678-468T)FTiR M sk k LM, B, EEMEMFTH Z - A% &,
AFEN - Kp(EHX 3). &B%REZ - AARAHATEMN&
5 MR AR FRATE EREAENGTEY, KTREFESE
2 H B RR AR S %EABABAN., BALEHRFNIFHBERT
RAREEBRE(WERTIALR), REZHHLATRMELRSL
B, UEMERITHBER EATFOKE., REEMFNEEHX I)
i BB (EMKX DEES, AFEEHX S G FEK, —RLAEE
10 RABELEHABRKNREE, REEANES N - FEDREE
FTHESRHBERSLEBREEE. FRARDL XK T KSR
B_R AL ST KB BRABBRAL 5 P BT B 64 B R 1% B0 0 o S0 R BEAT(“BR A
AREER” . MHEFAK, Springer-Verlag, NY, 1984; Ak, % 1-3 % ,
EXF A JiE K E#H%, Academic Press, NY, 1981). 4|4 ICE # 4
15 AOZE—FTEREERARTEABEETRAGAR. IR ZRTEAE
(MK 525 CHT 25 % =R LB(TFAY = KT IRE R ¥ #1749,
W IEBLEE R B T4 3 B AR, B IEL 4 TFA Fo g PUE N G 752
MERARBR(EMX6). AFRENRTABRSHHLESE, £
REKEPFEZREHKEREZ TN, RER, TRAELAXE#X
20 HATHF, FFEMLIZABRGEARAAR T #smdg. TFAGRET
AS5%-100%, LTRALCEMNPI RS, A3 L5 TFREALK
FAEH LB UEIERAKE TFA - —RPRER, CTHHEFGKER.
FERIBIETEOBILEGRALZBRGESRIE, ZEESBOGRIED
FRXALAEBEEEREHRXT). BIFAYRELHRZ - LAAR
25k, AFAEMABOEREGEHXS). REFLEERBEHX HREK,
FrReieBEAtE LR EMN, BEERTNE LR RLNES
B BRARAA R CH) o B ARA 37T % $EFTRKE
. LBEAFEL), MamFA4E#HX 10 491e-4.
FEIBMIBETHR AR EFEENS - KATRA LN F 4R
30 ik, Bk TH—FTHRALRGEER. 48 Z - ARG THR. BEX
RARBRBIER(ERX 1) THTEBEE (LR EFHE LXiRe £
P)AFEFARE S - BIAFRENSMEHRKX 12), BOHLITEHR

23
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10

15

20

25

FREFNNBERREBE(EREFHELEXFEI PHHER TFLEMX 34
BB M), AT AEAF R ARG FRENSY, AR LFS
A LEH,

ZRABETHEGEZEN AW SRR, REHHES -5
LEFERZENESY, AFFAN-HRIEEAXI3)AN - LoE=
FEEMKX 14). e RIRTHARAMRCEAEAEIRTH AL
ABENEFERFERF(CALRE, HAiFLE, (1993), 58,
4490-4493; K. A. & £-% %, ¢p ¥ & & B,21B, 228; Nemeryuk, M.P.
NBYEEF, #AELFRAE, (1986),51,215-233). Wiz LA&EESL
K#%(f£ H,0 - THF * 4 LiOH % £ H,O0 - THF ¥ # NaOH)A & F K
2, VAR 1348 64 B (254 X, 15 #0 16). B34 % B 3% 47 Curtius FHE(J.R.
EHHE, 58 (1983),38; AS. A LEZHAE, A&, (1983),538;
KESAESE, waik, (1974),30,2151)/F8) &R 567 REEE(%
X175 18), IR FREBERESIE, TIFHBEIREAL(FLL
£ Ninomiya & X #k). £33 4L T RA T8 EE (U BE3T3% 69 F R E)
KRR 7 RBRE), w&BEMKX 19520 r5. REGAKES
H A, —HBRAN - HREFTAREDH(EHX 19), ZHEHFL
A EAL/N - FEDHRN - E/4B(BRRL V.XERE, ©EKEE,
(1976), 1973-1976; HMARF 58 %, % 43-51 W)Ao HARERLAN HAL
B4P(H.0. &3, £EXKS KA S, W.ABenjamin Inc., Menlo Park, CA
1972, 353-359) % f4L, F3| P RAB(EMX 13 -2HX 19~ EHX
21). Z—%RAAN - LBE_FEILEHH(EHKX 20), Z_FEK
GREROAHRGERRERALE, FEFTHARBREHAX 44
X 20 - £HX21). M 49BRGENX 21 B L2 AT LM
T REBFENGEARFFBS.ERE, wHEEK, (1981), 37,2091).
BEEigd, AFEASFRREGEHX 1T o 18)HRTHE PHEAKZ
- fAFEE, ZPRAARLTHALEHAX 11(F £ 3)e5is.
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10

15

20

25

30

AxE1

COOt-Bu

2k

COCH,Br

#MX 1

Rt e DMF & KF Z,HN/(

CQOt-Bu

COCHJRz5

HMX 2

Ha:PU/C; /(:OOtﬁu . | \(“2 " EoCOOIN - A ak
HoN“ NCOCH Rgs| R1OC-HN *S(TLOH = ;
Ry Rs

£#EMX 3

LM 4

" N\]/RZO 00
COOt-Bu -
10C- N
coC
LAY H HaRee

XS5

¥

COOt-Bu .
H,; Pd/IC,
Z‘HNIC-NNHCONHZ —

Ry
#MX 6

H l\rﬁz o
COOH
8 | /(
Ry OC-HN N
H COCHzRzg
o HR

N

COOt-Bu
Hz“/[c-NNHcouuz

e £MX 8
'\ﬁ/ﬂz pococt N — 99 & gk
R,0C-H OH =
O BR3P
#HMX 4

- R
1’\“‘20 (GOOI-BU  ZRLER wzov[cooﬂ
. ROC-H %
e e p SRR B g

o R ™ WA KIS

HMX9

25
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W45 ZR14/2200

EX

H N Ry
N
Y
Z-H N
o Rz Re
. Ha; Pd/C; 2 8 2
%#2;‘“ 2 % ¥ HCI

HZ ' N\rﬂa
Hy
O RqRs
MK 12
R{COCIZY, -
R1CO,COR
H

N _Rp
Y9
RyOC-HN | N%LW
R3 Rd
LMK 4:W=0H
COOt-Bu
WX 5:W=
HN™ “cOCH, Rz

COO0t-Bu

% #@ 5‘ 9 ‘W= H
N™ CaN-NHCONH,
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R4
H R
Y 2 H N |
on | Y (PhO),P(O)N,
EtoOC NYH” HOOC N Rz7 BN
Rg R4 Ry R4
#5443 X, 137 Ryy = CH=CH, M) X, 15:Ro7 = CH=CH,
25 H3 X, 14+ Ra7 = CH(OMe); 24 X, 16: Rz7 = CH(OMe)2
H R
Y 2 H Ra
R230H, R{{NHRg, or RogNHR 4 Y
O=C=N N Rar "N R
R{OC-HN Y 27
Re Rs Rz R4
—/a#f‘] i 17: R27 = CH'CHZ . :
{235 X 187 Rz = CH(OMe) MK 19 Ra = 822’8{23
! s X, 20° Far = CHOMe:
4o Ry7 = CH{OMe),: (i) H* H R,
4@ Ra7 = CH=CHj: (i) OsO4/pyr: \( - B
i) NalO :
() Na1O. R{OC-HN N.__-CHO
Rg R4
#HX 21
H R
\’/ 2
RyOC-HN N ~COOH
Ha Rl

M 4
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10

15

20

25

30

AP

Ri-Rs. Ry, RyFeRuE5X()FRELME, ZZXLATEREEK
A, WEXAOH#A. HNCH)(CH,COOtBu)COCH,R 6 3 4~ Fo
HNC(H)(CH,COOtBu)C=NNHCONH, ¥t 4~. $t. 4k Ry6 & X 4 F . -O(CO)q.-
F#. -OP(O)(R14)R(15), **

H
/z_fﬂn
\
-0 t“J,N ba‘a
‘Rig '

X F Rs. Ris. Ris. Riss Ry Ry ST 6940 R.

T & 5T AR R a- it —F vk ik

FE A 1

N-[2-5-FEABAER- 6 -ERK-2 -4 -ARFH-1, 6
- =5 -1 -t )si(acetoyl)- L - ELXER2, 6 - —KETF
BAXTFTEAR

FrAHN-FEEAZL-L - kk-ﬁ,éiék PEBP -RTE
£2(0.3g; 0.76mM)% T 12ml £k DMF F. £ 3ER P ek fiéy
(0.11g; 19 mmol)Fe 2, 6 - —RE FE(0.17g; 0.91 mmol), H# ¥R K
RAOMBEHLR. BimEgA ELO #£, BERAK. 485 NaHCO; K&
&, BAKREE, RETHRAMgSO,). MR aKREZEATLRT
BY/ TR 4 e BLYE ) & 4646 ("H NMR(CDCl;) § 7.36(m,9H), 5.90(d,1H),
5.20(m,4H), 4.67(m,1H),3.00 #= 2.75(doublet of doublets, 1H each),
1.42(s,9H)).

H4B: WN-FERAZFE-L - XLKHK2, 6 - —RETH
FAFARP - T AE(1.02g, 2mmol ; L& A)ETHA LEE
(100ml, 4 mmol) ¥, i £ 4f LEE X4 F 2 4 ¥4 6N HCl KIE & (4 mmol)
24 10 % Pd/C (96mg). ¥iZ R B RAMELLAAFTHRELS 1 (%
B EMS % MeOH-CH,CL1 & B, RiEMACH ). ¥imbadR, £

28
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EETHRESRH, BIL - RLAHK2, 6 - —RETRALTEAWP
-RTABGHCI S, ZIHFHCIETIHFRATFTTERS CHREF.
HHC: B2 -5 -FRAXKELZL-6-8K-2-04-F K
2HE)-1, 6 -5 -1 -F%L)LHE(771mg, 2.05 mmol)4§ CH,CL
5 (10 ml)iEikA4p £-20 C,F4R LK £ F B8 % T 85(0.28ml, 2.05 mmol)#e
N - ¥ X B9k (0.23ml, 2.05 mmol)ie N, ik B 5 RAMHH 15 549,
AHRELALR2, 6 - —fEXATHRALTARR - RTARHCI 5%
(L£ 35 B #H &) mA, MEME =P N - FED90.23ml, 2.05
mmol)., ¥R B RAEHEH 30 547, KB A EtOAc #H#&, AKX, faf
10 NaHCO; Kz fo sk Kitik, MB TR(A MgSO,). EAZTHREER,
Fri3 2 Rk it sk 2L 40 % BEtOAc - Tit 4 #BLAl shik, 122] N -
R-C-FREAEXERA-6-HK-2-(¢4 - AREXE-), 6-
ZE- 1 -FRA)TEBA]- L - RLEBR2, 6 - —RETFTHRELT
ABP - T AB(1.2g; 80%).
15 H4D: WN-[2-5-FREZEKA-6-8AK-2-(4-
RARER)-1, 6 -=4-1-FRE)THA]-L-RLRBK2, 6
- AR TEAATRARB - RTAB(LEES C)8h4 25 % (hir/4k
F)Z RO =R T RERQOM)AE O CHM 2 Mo, AT ThERE
F, BERAH PR EEEARFINIENN -2 -G - FREE
20 ERBE-6-RK-2-@-AREH) -1, 6 -4~ 1-FwL)
LEA]- L - RALB2, 6 - —RETHAATRAR, KOBER
i m/z=699(M+H),
E345) 2
N-[2-(5 - HAARFEEFHRAL - 6 -FRK-2 -4 - RREXL) -
25 1, 6-—&-1-gwX)LBEL - RALBK2, 6 - —RETHE
A A ER
HyA: FN-2-GC-FEABLEE- 6-HK2-(4 - A
REHK)-1, 6 -8 -1 -FwH)TBE]-L - RLELHS -
—4-fER) -3 -ZAFTE)RLEL - TEAFP - T ABEQ.5g,
30 3.0 mmol)iE F 4.2 Z B (100ml, dmmol) ¥, ZLA N LHEAE 2 LF4
6N HCl K&, HiZEg A EBA, FmA 10 % Pd/CGB00mg). H#i%
B R BRAEMEELARATHHE 5 D (EEEH[S0%EtOAc - Tt £

29
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¥aAeg Re=0.5; & 5éd R=0.01% %0, R&MHHCHE). Fixskd
B, EATTHREEN, QAFEN-2-C-&L-6-EK-2-(
- RAREE)-1,6- = S-1-FRE) T A L-X L 58 5-(1-4-8 XL - 3
- EZRAFTE)RLAATARD - RTAR, 5 FEHALRIOY,
5 BEXRAZRB—FHRUFTEARATT—F¥H5 BHARARE T,
BB EN-[2-(5-K#%-6-8KR-2-04-FREL-
1, 6 -=&-1-%2k)- Z8A]-L-XLE85-(1-04 -4
AA)- 3 -ZRAFA)RLEATARP - RTAE(713mg, 1.0 mmol
ERHFH AFENG_RTREOMDER T, FSCTH4-ARFTA
10 EPBR(279mg, 1.5 mmol)mA, MG FHH N - P DLgk(0.5ml; 4.5
mmol)#= 4 - NN - ZF K AR (10mg)mA. HiZE L RS TS5 T
BH 2 hE, REERAAEER, HiZ5% A EOAC H4, FAK. 48
A2 NaHCO; KiF R st Ao K bk, RE TR MgS0,). EAZT TR+
B, PR EM AR EEE UL 30 % EtOAc - T o B F shik,
15 REN-2-C-¢-ARTERTHBREAL)- 6 -ER-2-¢ - &
RER)-1, 6 -=&-1-FwA)TmE]- L - XL885-(
@ -REA) -3 -ZATRUSAATRAFL - T AR, KEA
50 %.
BLC: BN-2-GC-(@-ARFPEETHREL)- 6 - &KX -
20 2-(4-8RKEH)-1, 6-=4-1-FTH)THE]-L - L4
BS5-(1-(4-8FEL)-3-ZR/AFE)mLEATERP - =T AR
AREXKAHS 1 FHS DAY EMHTHE LT EGBRN -2
-G -HAREFBREA)-6-ARKR-2-4 - AREXH)-1, 6
- ZE -1 - FRA)CEBA)- L - RALBES-(1 -4 -££5)-3
25 - ZATFTERSLEEFTER. F#: m/z=787(M+H).
BHFR 120, RALEEH 1 Fo2 EMAFTELHEL5TH
o,
E3#p] 3
N-12-(5-FEREABLAEE -6 -8K-2-(4 - fAREL-
30 1, 6-=—f-1-%HBA]-L-RAEB-_XARALTR
B

—

A m/z=727(M+H)

30
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%A 4
N-2-C-FEAEEEHR-6-FR-2-4 - AREX)-
1, 6-—8-1-FRA)THAI-L-RALHKS -(1 -(4-&X
2)-3 - ZRAFE)RLEATAS
5 g  m/z=771(M+H)

s34 S
N-[2-(5-FRABEER- 6 - F&K-2 - (4 - FREL)
-1, 6-=45-1-FRA)THA]-L - XLEHS -G -%4)
# 8 & (coumarinyl) AXFAR
10 Jig:  m/z=747(M+H)

%A 6
N-2-C-FEAEXREHE-6-FRK-2-(4 - FREH)-
1, 6 -=6-1-%%R)C8A]-L-RALMS -1 -%%-3
- ZRFA ) ke G F AR
15 ik m/z=737(M+H)

LA 7
N-2-5-FREAZEAK-6-EK-2 -FX-1, 6~
—f- 1 - AVCEBA]-L - XA EBS -1 -F£-3-=47F
2 )k et A F A
20 A m/z=671(M+H)

%34) 8
N-2-C-FEREAZKERL-6-FMK-2-3-mmwh)-1,
6-—&- 1 -FRAHTBAI-L-RARHS -(1 -FA-3-=
TR ke B F AR
25 Fig:  m/z=720(M+H)

L4 9
N-2-(5-FEEABEAEL-6-FRK-2-QC-FEnpH)-1,
6 -=—&£-1-FRPTBA|-L -XLEHS -1 -FA4-3-=
FUF K ket K AR
30 J#gE:  m/z=725(M+H)
4] 10
N-D2-C-FREZEEA-6-FR-2-FH-1, 6-=
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-1 -FRATHmA]-L-RALMS -(1 - %A -3-=AFH)
e B F A
Jii#:  m/z=657(M+H)

E#p 11
N-2-C-FEABEXEA-6-FR-2-Q2-F%»Hi)-1,
6-—f-1-grA)zmA]-L-XALHS -(1 -2 -mwh)
-~ 3 - ERFRAULELFTAER
B m/z=726(M+H)

W

34 12
10 N-D2-G-FEEBEEE-6-HK-2-2-FH)- L
- RAEBS -(1 -4 -fER) -3 -=RFE ML ELTER
ik m/z=759(M+H)

N-I2-C-FREEESE-6 -ERK-2-2-F5H)-L
15 -RAEH2, 6 - —fETEBELTLAMR
g  m/z=687(M+H)

34 14
N-2-C-FE&AFEAEA-6-FRK-2-C-FEwH)-1,
6 -—f-1-, wwHeEHA]- L - RLABR
20 g  m/z=485(M+H)
BTIEIMRXRL PGS HTIL - 18 B G Bedpf) 69 7F H:
Ay
FEBREFTHREA RESRSE, HFELE, (1994), 37,
781 P B3k 6 B 447 3k R KAF 45,
25 FH#AH 1 - 13EHER IL - 1B &G 85+ 4 587 (kobs/l X F
50,000M'S™),
Ry
R A 5 (ICs0) 4 4o F 7 kit 73 2.
M Biological Specialty Corporation (Lansdale, PA)3k 84 AF k4L &
30 48j8 % k¥ T(heparinized leukopheresis units)4 & F 2| A8 £ 4% &
J&. % R Ficoll-Hupaque (Pharmacia Fine Chemicals, Piscataway, NI)& &
Bk EZO@mP, AABCANBILERT IS b am
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JOB., BAM RIS B ERNAN LB OMRBREIHARRTY,
XA O@MRREFREIT CHESRPHETEHRRGEABRE
A (Sardstedt Inc., Princeton, NN A5 1% 424k, WX FANEZGEE
2A 5 x 108 cells/ml &3k B B &% F Iml RPMI 1640(—#F
5 M.A Bioproducts, Walkersville, MD #-8-i& 28 4248 3% )P, % RPMI
1640 ¥4~ 1 % B& 4 f2 7% (FCS)(HyClone, Logan, UT)#= 50ug/ml X &%
(Gibco, Grand Island , NY). %X 4 ke A A K 9R & 4064 (B & R 3K 49
Aa-40) 3, 3k 0 ) R (B st B AL A4, % H 0.03% DMSO)R I 15 444,
KGR 0.01%# B £ 4% & #) £ 3K & (The Enzyme Center, Malden MA)
10 FH1DE. REFXFAaptiTECHERZET Iml REF AR,
R RPMI R P, ZAR4EH 1 % &ML ey FCS(Hyclone). ¥
XA @R E R KGR BAH AL 15 4547, REH 0.01%
8 B 2 4% €% P B A 100uCi Tran 35-S 4710 (ICN, Irvine, CA)Au
N, BRIA@MEITCRALIN. REKZIHmpeLiTES, A
15 BBIEEALERE—KFBESET Iml mA 1 % B4 o iF ey RPMI F,
HE A E— KA EANRGNA DI T BUSHTALE 15 24, A
ER0OI%24EHHRBRAE2 I, BATRE, BiXfmbiti
B, KEEEZFRATRERE. I frmgRstnitgdir
— K, REEMBTRIPA¥, RIPAZ—#4AF2mMEFaBLEA. 10mM
20 mREZ. lugml FEEHE A, lpg/ml BB EH 0.5 TIU 374k 8
R N RE R,
ATHAARRRIE, ELEGLEFR P FHRRL % HH4 RIPA
Z A 50u] BRESMNEESR A RIEEREER CL-4B(Pharmacia ,
Piscataway, New York), 5f & L& ¢ &g 05 # 3% F = 1ml SEG AR
25 BEAESLEX CL-4B 89 4 % 5k, Bt X A5 4 Caest 30 545,
B K DA E SR, B RARS EHGRE P, F5 40pg ke
KAWL - 1B #5 % % %34 (Genzyme, Cambridge, MA) £ —# 3% Jr it
B, RER Tl ZOF AmEBRKREIL - 1PEARREEER, F
&% F 60ul SDS EAEL Ak ¥ HAE 15 % SGD-PAGE #j #4745,
30 B ETeRR LTRSS E 2%, 5t/ Betascope 603 AL E TR
RS E(ES 44T HK,  cpm).
A M
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10

15

XA G mAnbk ot IRR R, -t ERETHARNE. B
AT EAHE BB Beta Scope K FEA R, RERE VAX 25803 E
F3 cpm Feik FESGFRBE, AT ARG HRIT RO, &
e FTHFITERMIL - 1P 4844 T o5

100 x [1 - (£ EFR KGNS WA B R @IE - KA B
LY/ (% 3+ FRAL &~ 0] L AL 2B 84 4 i, — R % ) 8 S )]

REF R X T 9 REA LT HERNE W ICso e, T
AR O mMIOHRTEIEP AR K E RE G hH e RES
B, B EAXGKEeHRARA2 - 3 EXASRENERE
WRLHAT 2 - 3 A9 A 69K

sTERAEF 1. 6. TRIMT, HRAKXBRICoEAHZ0.1 - £ 10uM
6 HE.

s MR G B oG 3 4 4F A (R SR E)

STEHEG 1. 6F 7 RS WBB T ArH BEEOEAESH. X
FRsM R R I, A FHRE, (1975),24,2177-2185 Pk 7 &
#ATH, LB 1. 6507 R E ICE 4| MK E, CO R4 ik
ZaiE, K ICsfad> 10uM.
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